"Depression is the most prevalent cause of illness-induced disability worldwide" "Until now there have been no studies on the effectiveness of Internet-based treatments for depression in the specific context of primary care in Spain. Therefore, the main objective of this study was to compare the effectiveness of a 'low intensity therapist-guided' (LITG) Internet-based programme and a 'completely self-guided' (CSG) Internet-based programme with 'improved treatment as usual ' (iTAU) "The Internet offers a way of providing psychological treatments for depression [9] that may even attract people who are reluctant to use traditional mental health services [10] because of barriers such as possible stigmatization processes [11] . In general, Internet-based psychological treatments seem to be effective for the treatment of depression. Although the effects seem to be more favourable for guided or assisted interventions [12] [13] [14] , stand-alone Internet-based treatments for depression have also shown to be effective [15] ." "Until now there have been no studies on the effectiveness of Internet-based treatments for depression in the specific context of primary care in Spain. Therefore, the main objective of this study was to compare the effectiveness of a 'low intensity therapist-guided' (LITG) Internet-based programme and a 'completely self-guided' (CSG) Internet-based programme with 'improved treatment as usual' (iTAU) care for the treatment of major depression in primary care in Spain." "This study was a multicentre, three arm, parallel, randomized controlled trial."
There was a change in the number of participants recruited. Estimated sample size in protocol registration was 450 participants while the final sample recruited was 298. This was due to one of the four participant regions having recruitment problems.
"We recruited patients with major depression; aged 18-65 years; able to understand and read Spanish; with mild or moderate severity symptoms according to the Spanish BDI-II (14-19: mild depression; 20-28: moderate depression) [20] ; with symptoms lasting longer than 2 weeks; with access to Internet at home; and having an email account. Major depression was identified using the MINI International Neuropsychiatric Interview 5.0, which can establish major depression diagnosis according to the Diagnostic and Statistical Manual -version four (DSM-IV) and Participants were recruited by face to face assessments from primary care settings. The intervention was online, there were no face to face components within the intervention. Except for evaluators, the study team did not get to know the participants. After assessment, participants were assigned an anonymous and unique identifying code and randomized to intervention by this code, so no multiple identities were possible.
"Participants were recruited in primary care settings, between November 2012 and January 2014, in the Spanish regions of Aragon, Andalusia, the Balearic Islands and Valencia. GPs identified potential participants through using a case-finding questionnaire. Eligible individuals were then interviewed in the clinic within the following 3 days by an independent researcher who assessed inclusion and exclusion criteria using the MINI psychiatric interview and other questionnaires. Informed consent to enter the trial was sought from patients who fulfilled study Assessment as baseline was face to face by GPs. Follow-up assessments were online.
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Participants recruited in Primary care settings were sent an access email with their user name and were asked to create a password. After that they could freely enter the program from their home with no payment required. "Patients in the intervention groups were allocated to LITG or to CSG Internet-based programmes. In LITG, 4 trained psychotherapists randomly contacted the patients by email to offer help with any difficulties or problems encountered when using the programme.
"'Smiling is fun' is an Internet-delivered, self-help programme for the treatment of depression, based on similar programmes that have proven effective in other countries [24] . The programme consists of ten CBT modules, covering different psychological techniques for coping with depression. These modules need to be completed in a sequential way. The programme recommends working on every module for at least a week, with the following modules: 1. Medication management (psychoeducation I); 2. Sleep hygiene (psychoeducation II); 3.
"To maximize adherence, if participants did not access the programme for a week, they received an automated email encouraging them to use the programme, and to complete the tasks for each module. In addition, the programme offered continuous feedback to the users on their progress via: (1) a self-monitored 'activity report', providing feedback on how their mood was related to the activities performed; (2) the 'calendar', providing feedback about homework and tasks already completed; and (3) 'graphs' and other feedback about activity levels, Participants in the low intensity therapist guided condition were allowed to contact up to 3 times by email to the corresponding randomly assigned therapist. In the improved treatment as usual condition, GPs were trained in better managing of depression at Primary care level in a three hour training based on NICE recommendations.
"Demographic variables
We gathered socio-demographic data such as age, sex, living with family or alone, level of studies (university vs secondary or less), employment (employed vs unemployed), and income according to National Minimum Wage, as well as clinical variables such as taking antidepressant medication (yes vs no) and the number of GP visits in the previous 12 months. Outcomes
Moments of assessment were changed from the registered protocol. Post-treatment evaluation was stated at three months after the beggining of the intervention in order not to favour participants in the intervention conditions who could take longer than the estimated intervention duration comparing to control group.
Not applicable.
CONSORT-EHEALTH (V 1.6.1) -Submission/Publication Form https://docs.google.com/forms/d/1KlxFl4iTrxRIWADX-jCukJwHv4lE... "Participants were individually randomized using blocked randomization to one of the three groups. Blocks were administered in each of the regions, using a computer-generated random number sequence."
Participants were randomly assigned to any of the three interventions with no blocking restrictions.
"A person who had no other involvement in the study managed the random allocation to groups. This procedure was implemented through a remote central telephone line. The sequence was concealed until all individuals had been randomized. Although patients were not informed of the group allocation, the nature of the intervention meant that it was virtually impossible to keep this completely blind. Study personnel conducting the outcome assessments were blind to the participants' allocation."
Random allocation sequence was computer generated and managed by an independet person not involved in the study by a remote central telephone line. Participants assignment to interventions was then conducted by members of the research team.
Although patients weren't informed about the intervention they had been assigned, the blinding was difficult due to the nature of the intervention. Evaluators from the study outcomes were blinded to the intervention.
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"Firstly, descriptive data was compared to assess the balance of a number of variables across arms at baseline. All analyses followed a pre-specified plan [16] , based on the Consolidated Standards of Reporting Trial (CONSORT) guidelines [33] . The primary between-group analysis was carried out on an intention-to-treat basis for BDI-II total scores, using mixed-effects multilevel analysis for repeated measures and calculating regression coefficients (B), unadjusted and adjusted for baseline scores, sex and age [34] . Sensitivity analyses were conducted CONSORT-EHEALTH (V 1.6.1) -Submission/Publication Form https://docs.google.com/forms/d/1KlxFl4iTrxRIWADX-jCukJwHv4lE...
"Sensitivity analyses were conducted to assess the effects of missing data. Missing values were replaced by multiple imputations based on chained equations, after ensuring that data were missing at random [35] ."
"The primary between-group analysis was carried out on an intentionto-treat basis for BDI-II total scores, using mixed-effects multilevel analysis for repeated measures and calculating regression coefficients (B), unadjusted and adjusted for baseline scores, sex and age [34] ." "Effect sizes between groups were calculated by means of Hedge's g. Group by time interactions (3 groups and 4 time points) were assessed through χ2, unadjusted and adjusted for baseline, sex and age, with the associated degrees of freedom of (r-1) x (c-1), where r is the number of CONSORT-EHEALTH (V 1.6.1) -Submission/Publication Form https://docs.google.com/forms/d/1KlxFl4iTrxRIWADX-jCukJwHv4lE...
"46 GPs took part in the study. Of 397 potential participants, 296 were randomized (Figure 1) , with 102 allocated to iTAU, 98 to the CSG and 96 to the LITG." "Internet-based programme usage At time 3, 72.4% (n=71) of CSG participants and 75.0% (n=72) of LITG participants had accessed the Internet-based programmes (χ2=0.35; df=1; p=0.556). In CSG, the median number of modules completed was 4 (inter-quartile range: 0 to 10), with 41.8% attending >6 modules, and "Follow up primary outcome data were obtained for 239 (80.7%) of the participants at time 1; 210 (70.9%) at time 2; and 203 (68.6) at time 3. There were no significant differences among groups in terms of attrition rate (iTAU=34.3%; CSG=41.8%; LITG=33. 3%; χ2=0.42; df=2; p=0.812 Within the manuscrupt, multiple denominator levels are provided as well as in the corresponding tables.
"Primary analyses There were no clear differences between either CSG or LITG compared with iTAU at time 1 (Table 2) . However, there were differences between iTAU vs CSG, and iTAU vs LITG at time 2 and at time 3, with both computerized interventions performing better than usual care. There were no significant differences between CSG and LITG at any time. The adjusted models confirmed these findings (Table 2) . Models with missing values replaced through multiple imputations showed small
In binary outcomes,both absolute and relative effect sizes are presented.
As stated before (17a),adjusted and unadjusted results are provided as well as subgroup analyses such as group by time interactions and Complier Average Causal Effect (CACE) analysis to assess the impact of the number of sessions on the outcome.
Patient safety was systematically monitored. There were no harms or unintended effects detected in any of the intervention groups. All the participants in the study regardless of the allocated group was receiving ITAU by GP.
"As far as we are aware, this is the first RCT on the effectiveness of an Internet-based intervention on depression in primary health care services in Spain. Other Web-based interventions for treating depressive symptoms in the Spanish language have been developed in Mexico [37] , and Chile [38] , but the efficacy of these interventions in reducing depressive symptoms has not yet been evaluated in a randomized controlled trial. Therefore, the present trial is novel in that it allowed the testing of a new Spanish programme ('Smiling is fun'), "This study encountered several limitations. Firstly, attrition at follow-up was significant, but replacing missing values through imputation confirmed the main findings. As shown in other similar trials of computerized interventions, attrition rates are often large [12, 32] . If anything, our retention rate was probably as good, if not better, than that achieved in other similar trials. Secondly, the potential effect of GPs was not taken into account and it may have been a source of variability to some extent. Finally, this trial was not powered to detect small
